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FIG. 2 
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FIG. 3 
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FIG. 4 
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FIG. 5 




[fMLP] (nmol/L) 



REPLACEMENT SHEET 
Application No. 09/803,653 



6/23 



FIG. 6 
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FIG. 7 



Enhanced Chemotaxis of T-Lymphocytes from 
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FIG. 8 
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FIG. 9 
Time to AIDS 

AIDS is defined as AIDS-defining disorders or CD4 count < 200 
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FIG. 10 



Event: CD4 Cell Count Below 200 per ul 
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FIG. 1 1 



Event: Lowest CD4 Cell Count 
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FIG. 12 

Event: Time to maximum HIV Virus Load 

Virus Copy Number determined by Quantitative PCR 
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FIG. 14 



Potential Structures of Gp3 and G|33s / G|33s-2 
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FIG. 15 
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FIG. 16 
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83-original sequence of Levine. The exons are underlined alternately. The area 
which is omitted by cryptic splice as bold-faced. 

1 aaatcaATGG GGGAGATGGA GCAACTGCGT CAGGAAGCQG AGCAGCTCAA GAAQCAGATT 
Start -ATG EXON 3 after Ansari-Lari 
Nucleotide 1-6 seem not to be affected 

61 GCAGATGCCA GGAAAGCCTC TBCTCACGTT ACTCTGQCAG AG CTCGTGTC TGQCCTAGAG 
/Beginning EXON 4 /EXON 5 Beginning 

=> ENDE 1 KLON ANSARI 

121 CTGGTGGGAC GftmCCAGAT QCGGfiCGCQG CQC^CGTTAA GGGGACACCT GGCCAAGATT 
EXON 5 

181 TACGCCATCC ACTOGQCCAC TCATTCTAAG CTQCTQGTAA GTOOCTCGCA AGATGQGAAG 
EXON 5 / Beginning EXON 6 

241 CTGMCGTGT GGGACAGCTA CACCACCAAC AA GGTGCACG CCATCCCACT GCGCTCCTCC 
EXON 6 / EXON 7 

301 TGQGTCATGA CCTGTOCCTA TGCCCCATCA GGGAACTTTG TGGCATGfTGG GGGGCTGGAC 
EXON 7 

361 AACATGTSTT CCATCTACAA CCTCAAATCC CGPGAGGGCA ATGTCAAGST CAGOOGGSAG 
EXON 7 

421 CI I IUIGCTC ACACAGG TTA TCTCTCCTQC TQXGCTTCC TQGATGACAA CAATATTGTG 
EXON 7 /EXON 8 

481 ACCAGCTCGG GGGACACCAC GT GTGCCTTG TGGGACATTG AGACTGGGCA GCAGAAGACT 

EXON 8 /EXON 9 

cryptic SPLICING 

541 GTATTTSTGG GACACACGQG TGACTGCATG AGCCTGGCTG TSTCTCCTGA CTTCAATCTC 

EXON 9 

cryptic SPLICING 

601 TTCATTTOGG GGQCCTGTGA TGCCAGTGCC AAGCTCTCGG ATGfTGDGAGA GGGGACCTCC 
EXON 9 
cryptic SPLICING / 

661 CGTCAGACTT TCACTCGOCA CGAGTOGGAC ATGAACQXA TCTGT TTCTT CCCCAATGGA 
EXON 9 / Beginning EXON 10 

721 GAQGCCATCT GCACGGQCTC GGATGACGCT TCCTGCCGCT TCfTTTGACCT GCGGGCAGAC 
EXON 10 
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FIG. 17(cont.) 

781 CAOGfiCCT&K TCTGCTTCTC CCflC&WCC ATCATCTQOG QCATGACGTC CGTOGCCTTC 
EXON 10 Polymorphism site acgtc tgt 

841 TCCCTCAGTCi GCCGCCTfiCT ATTCQCTQQC TACGfiO&CT TCAACTCCAA TGiTCTGGG^C 
EXON 10 

901 TCCAJGAAGY CTGAGCGTGT G QGCATCCTC TCTOQCCAGG ATAACAGGGT GflGCTGOCTG 
EXON 10 /Beginning EXON 11 

961 GGAGYCACAG CTGAOGGGAT GGCTGTGGCC ACAGGflTOCT GGGflCAGCTT OCTCAAAATC 
EXON 11 

1021 TGGAACTGAg gagqctqqag aaagqgaaqt qqaaqgcaqt qaacacactc agcagccccc 
EXON 11 

End of Open Reading Frame 

1081 tqcccqaccc catctcattc aqotcrttctc ttctatattc caaataccat tcccactaao 
EXON 11 



1141 ctttctcctt tqaqqqcaqt gggqaocato qqactqtqcc tttqqqaqqc aocatcaqoo 
EXON 11 

1201 acacagggqc aaagaactqc cccatctcct cccatqgcct tccctcccca caqtcctcac 
EXON 11 

1261 aqcctctccc ttaatqaqca aqgacaacct qcccctcccc aqccctttqc aqqcccaqca 
EXON 11 

1321 gacttgaotc tqaqqcccca ggccctaqga ttcctccccc aqaqccacta cctttotcca 
EXON 11 

"Ban Polymorphismus" 
tctggcac^a eta 

1381 ggcctgggto otataggqeq tttqqccctg tgactatggc tctggcacca ctaqootcct 
EXON 11 

1441 ggccctcttc ttattcatgc tttctccttt ttctaccttt ttttctctcc taaaacacct 
EXON 11 



1501 gcaataaagt gtaqcaccct got 
EXON 11 POLY A SITE 
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FIG. 18 



Sequence 
(TBCHtrcca 

ctt r ritrrrpp 
t20Q0C3tQC 

"Cf ~ 

ctgatogtgt 
lijxilJcartXB 

wRJCJ ^5^** 

aacartgtgtt 
ctttetgctc 
aocacctocD 
gtatttgtgg 
ttoatttogg 
cgtcagactt 
gaggocatet 
cacnaoctaa 
tcxxteaotn 
tocatgaagt 
cnaateacaa 

tlTQaCllBQ 



ctttotcctt 

3CaCaCjQQgC/ 

agcctotooc 
gacttgagte 
tetggcacta 
ocactagggt 
toctaagaca 



with two polymorphisms 
a acaactDocvt 



(TBaaooctn tnjtiaoatt 

gagtocagat cggaogogg 

actgggocac tgattotaag 

gggacagrta caocaocasc 

octglgocta tgcxxcatca 

ccatctacaa cctcaaatoc 

acacaggtta trrtcftxtgc 

gggacaccac gtgtgccttg 

gareraoggg tgactgcatg 

(xooctotxH toxacrtaoQ 

teaclcoxa ocBatocoac 

acacxxjcjcte crHtiBoact 

trrtgcttete ccacgagacp 

gcxxjoctact attogctggc 

ctraccatnt crraatocto 

ctgaogggat ggctgtggcc 

gaggctggsg aaagggaagt 

cartrtcatte aggtgttete 

tgagggcagt ggggagcatg 

aaagaactxjc roeat c toct 

ttaaUjagca aggacaaoct 

tgaggcccca ggooctagga 

cto ax ctro crtrn t ata co 

octggooctD L LcLLaLLca 

octgcaataa agtgtagcac 



(Numbering 

caggaagogg 
actutoxaa 
cggacgttaa 
ctgctggtaa 



gggaactttg 
ogtgagggca 
tgcogcttoc 
tgggacattg 
agoctggctg 
aacntctncn 
ataaaogoca 
tcctgcogct 
artxHtrtgog 
tacgaogact 
tctacccaoa 
acaggttcct 
ggaaggcagt 
Ll c LalaLU ; 
mactntaoc 
cccartggcct 
goooctoooc 
ttoctooooc 

ULXjLLlUCDC 

tgctttctoc 
cctggt 



after the Levine sequence) 

agcagcteaa ga a gtaj a ll 60 

aC3Ct£DtOtC tCPOCtBCEa 120 

ggggacacct ggtxjaagaLL 180 

gtgortxgca agatgggaag 240 

ccatxxcact gogctoctoc 300 

iDxaLuUxi (J L U X 'lu jac 380 

afcgteaaggt cagocgggag 420 

Lggalgacaa ca a tally Lg 480 

ayjulyygua gcagaagact 540 

tglcloclga ctteaatate 800 

artntaoaaoa (xncacxTtcc 880 

tctgtttctt ccccaatgga 720 

tgtttgaxt gogggcagac 780 

gcatcaogtc tgtggcctte 840 

tcaactgcaa Lglclggcpc 900 

ataacagggt gagctgcctg 980 

gggacagctt ccteaaaate 1CB0 

gaacacactc agcagooooc 1080 

ogggtgocat taxactaag 1140 

tttgggaggc agcateaggg 1200 

txxrrtDooca cagtectcac 1230 

agcxxrtttgc aggoocagca 1330 

agagocacta ortttgteca 1380 

ctgtgactat ggctotggca 1440 

tttttutaoc LLLLLLLulc 1SD0 

1536 
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FIG. 19 

Nucleic acid sequence of cDNA of GG3 and description of the deletion in Gfi3 andG63s-2. Numbering 
referenced to the cDNA ofLevine et aL(Levine, MA., Smallwood, PM, Moen, P.T_Jr, Helman, L J, and 
Ann, T.G. Molecular cloning of B3 subunit, a third form of the G protein beta-subunk polypeptide. 
Proc.NatLAcad.Sci USA 87(6)2329-2333, 1990) Here numbering does not begin with start codon ATG, 
but 6 nucleotides earlier in the 5 ' area. 

1 aaatcaATGG QQGAGATGGft GCAACTGCCT CflGGAAGOGG AGCAQCTCAA GAAGCAGAXT 
Start -ATG EXON 3 

Nucleotide 1-6 seem not to be affected 

61 GGAGATGOCA GGWGCCTG TGCTGAD3TT ACTCTQQCAG A GCTGGTGTC TQGCCTAGAG 
/Beg inn EXON 4 /EXON 5 Beginning 

121 GTGGTGGGAC GAGTCCAGAT GCGGACGCGG CQGACGTTAA GGQGACACCT GGCCAAGATT 
EXON 5 

181 TACGOCATGC ACTGGGOGAC TGATTCTAAG CTGCTGGiTAA GTGCCTCGCA AGATGGGAAG 
EXON 5 / Beginning EXON 6 

241 CTOATCGTGT GGGACAGCTA CACCACCAAC AA GGTGCACG OCATCCCACT GCGCTCCTCC 
EXON 6 / EXON 7 

301 TGGGTCATGA. CCTGTGCCTA TGCCCCATCA GGGAACTTTG TGGCATGTGG GGGGCTGGAC 
EXON 7 

361 AACATGTGTT CCATCT/QCAA CCTOAAATCC OGTGAGQGCA ATGTCAAGGT CAGCCGGGAS 
EXON 7 

421 CTTTCTGCTC ACACAG GTTA TCTCTCCTGC TQCCQCTTCC TGGATGACAA CAATATTGTG 
EXON 7 /EXON 8 

Deletion bei Gp3s| 



481 ACCAGCTCGG GGGACACGAC GTGrGCCTTG TGGGACATTG AGACTGGGCA GCAGAAGACT 



EXON 8 /EXON 9 



541 GTATTTGTOG GACACACGGG TGACTGCATG AGCCTGGCTG TGTCTCCTGA CTTCAATCTC 



EXON 9 



601 TTCATTTCGG GGGCCTCTCA TGCCACfTQCC AAGCTCTGGG ATGTGCGAGA, GGGGAQCTGC 



EXON 9 



Deletion in Qg3s2 



661 CGTCAGACTT TCACTGGCCA CGAGTCGGAC ATCAACGCCA I lE JM~ CCCCAATGGA 



EXON 9 / Beginn EXON 10 

Intron dazwischen 1607 bp 
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Deletion in Gp3s2| 



721 GAQGOCATCT QCAOQGGCTC GCATGACGCT TCCTQCCQCT TGnTTGACCT GTX3QGCAGAC 



EXON 10 



781 CAGGAGCTGA TCTQCTTCTC CCACGACAGC ATCATCTQCG GCATCACGTC CGTGQCCTTC 



EXON 10 polymorphism site agtc tgt 

841 TC0CTCAGTX3 GCCGCCTACT ATTCGCTGQC TACGACGACT TCAACTGCAA TGTCTQGGAC 
EXON 10 

901 TCCATGAAGT CTGAGOGTGT G GGCATOCTC TCTGSOCACG ATAACAGGGT GAGCTGOCTG 
EXON 10 /Beginning EXON 11 (Intron dazw. 989 bp) 

961 GGAGTCACAG CTGACGGGAT GGCTGTQGCC AGAGGfTTCCT GGGACAGCTT CCTCAAAATC 
EXON 11 

1021 TGQAACTGAa aaaactaaaa aaaaaaaaat aaaaaacaat aaacacactc aacaaccccc 
EXON 11 

End of Open Reading Frame B3-3 

1081 tacccgaccc catctcattc aqgtattctc ttctatattc caaatqccat tcccactaaa 
EXON 11 

1141 ctttctcctt taaaaacaat aaaaaacata aaactatacc tttaaaaaac aacatcaaaa 
EXON 11 

1201 acacagggqc aaaqaactqc cccatctcct cccatqqcct tccctcccca caqtcctcac 
EXON 11 

1261 aqcctctccc ttaatqaqca aqqacaacct qcccctcccc aqccctttqc aaacccaaca 
EXON 11 

1321 qacttqagtc tqaqqcxicca qqccctaqqa ttcctccccc aqaqccacta cctttqtcca 
EXON 11 



C1423T 
tctggcadtia eta 

1381 qqcctqqqtq qtataqqqcq tttqqcccto tqactatqqc tetqqeadda ctaqqqtcct 
EXON 11 

1441 qqccctcttc ttattcatqc tttctccttt ttctaccttt ttttctctcc taaqacacct 
EXON 11 

1501 qcaataaaqt qtaqcaccct qqt 

EXON 11 POLY A SITE 
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FIG. 20 

Amino acid sequence of G83s-2 (Combined production) 



atg ggg gag atg gag caa ctg cgt cag gaa gcg gag cag etc aag aag 48 
Met Gly Glu Met Glu Gin Leu Arg Gin Glu Ala Glu Gin Leu Lys Lys 
5 10 15 

cag att gca gat gec agg aaa gec tgt get gac gtt act ctg gca gag 96 
Gin He Ala Asp Ala Arg Lys Ala Cys Ala Asp Val Thr Leu Ala Glu 
20 25 30 

ctg gtg tct ggc eta gag gtg gtg gga cga gtc cag atg egg acg egg 144 
Leu Val Ser Gly Leu Glu Val Val Gly Arg Val Gin Met Arg Thr Arg 
35 40 45 

egg acg tta agg gga cac ctg gee aag att tac gec atg cac tgg gee 192 
Arg Thr Leu Arg Gly His Leu Ala Lys He Tyr Ala Met His Trp Ala 
50 55 60 

act gat tct aag ctg ctg gta agt gee teg caa gat ggg aag ctg ate 240 
Thr Asp Ser Lys Leu Leu Val Ser Ala Ser Gin Asp Gly Lys Leu He 
65 70 75 75 

gtg tgg gac age tac ace ace aac aag gtg cac gee ate cca ctg cgc 288 
Val Trp Asp Ser Tyr Thr Thr Asn Lys Val His Ala He Pro Leu Arg 
80 85 90 

tec tec tgg gtc atg ace tgt gee tat gee cca tea ggg aac ttt gtg 336 
Ser Ser Trp Val Met Thr Cys Ala Tyr Ala Pro Ser Gly Asn Phe Val 
95 100 105 

gca tgt ggg ggg ctg gac aac atg tgt tec ate tac aac etc aaa tec 384 
Ala Cys Gly Gly Leu Asp Asn Met Cys Ser He Tyr Asn Leu Lys Ser 
110 115 120 

cgt gag ggc aat gtc aag gtc age egg gag ctt tct get cac aca ggt 432 
Arg Glu Gly Asn Val Lys Val Ser Arg Glu Leu Ser Ala His Thr Gly 
125 130 135 



tat etc tec tgc tgc cgc ttc ctg gat gac aac aat att gtg ace age 480 
Tyr Leu Ser Cys Cys Arg Phe Leu Asp Asp Asn Asn He Val Thr Ser 
140 145 150 155 
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FIG. 20(cont.) 



teg ggg gac acc acg tgt gec ttg tgg gac att gag act ggg cag cag 528 
Ser Gly Asp Thr Thr Cys Ala Leu Trp Asp He Glu Thr Gly Gin Gin 
160 165 170 175 



aag act gta ttt gtg gga cac acg ggt gac tgc atg age ctg get gtg 576 
Lys Thr Val Phe Val Gly His Thr Gly Asp Cys Met Ser Leu Ala Val 
180 185 190 

tct cct gac ttc aat etc ttc att teg ggg gec tgt gat gee agt gee 624 
ser Pro Asp Phe Asn Leu Phe He Ser Gly Ala Cys Asp Ala Ser Ala 
195 200 205 

aag etc tgg gat gtg cga gag ggg acc tgc cgt cag act ttc act ggc 672 
Lys Leu Trp Asp Val Arg Glu Gly Thr Cys Arg Gin Thr Phe Thr Gly 
210 215 220 

cag gag teg gac ate aac gee ate tgt ttc ttc tec etc agt ggc cgc 720 
His Glu Ser Asp He Asn Ala He Cys Phe Phe Ser Leu Ser Gly Arg 
225 230 235 

eta eta ttc get ggc tac gac gac ttc aac tgc aat gtc tgg gac tec 768 
Leu Leu Phe Ala Gly Tyr Asp Asp Phe Asn Cys Asn Val Trp Asp Ser 
240 245 250 255 

atg aag tct gag cgt gtg ggc ate etc tct ggc cac gat aac agg gtg 816 
Met Lys Ser Glu Arg Val Gly He Leu Ser Gly His Asp Asn Arg Val 
260 265 270 

age tgc ctg gga gtc aca get gac ggg atg get gtg gec aca ggt tec 864 
Ser Cys Leu Gly Val Thr Ala Asp Gly Met Ala Val Ala Thr Gly Ser 
275 280 285 



tgg gac age ttc etc aaa ate tgg aac tga 
Trp Asp Ser Phe Leu Lys He Trp Asn *** 
290 295 



894 



